INTRODUCTION
4 transcription factors, including interferon regulatory factor 3 (IRF-3) and NF-κB, 75 through phosphorylation-dependent mechanisms. These transcription factors migrate 76 into the nucleus and directly activate promoters of type I IFNs and inflammatory 77 cytokines/chemokines (26, 58) . During the co-evolution with their hosts, many 78 viruses have acquired mechanisms to circumvent these host innate immune responses.
79
Of note, a number of cysteine proteases encoded by different RNA viruses whose cleavage site within NEMO and revealed that the cleavage products were severely 95 impaired for signaling to either IRF-3 or NF-κB. These data uncover a novel 96 mechanism evolved by FMDV to disarm host innate immune responses. was subsequently used in a SYBR green PCR assay (Applied Biosystems, U.S.A.).
151
The abundance of individual mRNA transcript in each sample was assayed three times 152 and normalized to that of porcine glyceraldehyde-3-phosphate dehydrogenase
153
(GAPDH) mRNA (as an internal control). The primers were designed with Primer Table S1 . NF-κB-dependent promoters (Fig. S4 ). This result was consistent with the inability of 320 these 3C pro mutants to cleave NEMO (Fig. 6D) cleavage of NEMO by a viral protease.
412
The porcine NEMO protein exhibits high degrees (89%) of sequence conservation Interestingly, we also observed that the abundance of ectopically expressed
427
Flag-RIG-I, Flag-MDA5 and Flag-IPS-1 proteins was reduced in cells co-expressing 428 3C pro (Fig. 5A) . However, no cleavage products were observed, suggesting these 
